



8, 


er 


er 


57; 


st 


_ New 
jents). 





Vol. 2, No- 2 (Issue No. 27) 








THE MEDICAL LETTER 


a non-profit publication 


on Drugs and Therapeutics 








Published by Drug and Therapeutic Information, Inc., 136 East 57th Street, New York 22, New York 








January 22, 1960 


ARALEN AND PLAQUENIL 





Chloroquine (Aralen-Winthrop) and other antimalarial drugs are being pro- 
moted for use in rheumatoid arthritis and other collagen diseases. Because so 
many arthritics improve spontaneously, the number helped by these drugs is 
much smaller than the 60 or 70 per cent indicated by various studies. Neverthe- 
less, they are beneficial in many cases (A. Freedman, Ann. Rheum. Dis., 15: 
251, 1956; A. S. Cohen and E. Calkins, Ninth International Congress on Rheu- 
matic Diseases, 1957). As with other anti-arthritis drugs, the problem with 
these is the frequency of toxic and side effects. 











Chloroquine seldom gives relief in less than two weeks, and as much as two 
months may pass before beneficial effects appear. The drug's effects are cumu- 
lative; blood and tissue levels reach a peak after four weeks and they persist for 
weeks or months after therapy is stopped. The acute and chronic toxic effects 
are often distressing and sometimes serious. 


SIDE EFFECTS - The relative safety of these drugs as used briefly in the 
treatment of malaria has little significance in the treatment of arthritis. About 
a fourth of the patients were unable to tolerate the 0.5-Gm. daily dosage of chlor- 
oquine used in one study, owing chiefly to gastrointestinal disturbances, especial- 
ly severe burning in the epigastrium and mouth, and nausea and vomiting; these 
effects sometimes persisted for as much as four weeks after dosage was stopped 
(A. S. Cohen and E. Calkins, Arthritis and Rheumatism, 1:297, 1958). In an- 
other study about 20 per cent were unable to tolerate the recommended 0. 25-Gm. 
daily dosage, and about half of these had to stop medication altogether (A. W. 
Bagnall, Can. Med. Ass'n J., 77:182, 1957). Patients on more prolonged ther- 
apy show frequent skin reactions (chiefly maculo-papular, occasionally lichenoid 
or exfoliative rashes), occasional graying or loss of hair, leukopenia, ocular 
manifestations such as difficulty in accommodation, blurring, and occasional 
corneal opacification, retinitis-pigmentosa, and nervous reactions such as in- 
somnia and toxic psychosis. Since the toxic manifestations often appear insid- 
iously, their early detection may be difficult. 











PLAQUENIL - Hydroxychloroquine (Plaquenil-Winthrop) is offered as a sub- 
stitute for Aralen with the claim that the frequency of reactions is reduced by 
half. There has not yet been enough experience with the drug to permit accept- 
ance of sucha claim. Other antimalarial drugs are probably about as toxic as 
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Aralen [see H. Pomeroy, et al., Arthritis and Rheumatism, 2:396, 1959; and 
C. R. Bepler, et al., ibid., 2:403, 1959, for data on amodiaquin (Camoquin- 
Parke, Davis)]. 





The antimalarial drugs should not be used where ordinary measures, includ- 
ing aspirin therapy, provide adequate relief. Where safer measures are inade- 
quate, or as an alternative to the hazards of steroid therapy, the antimalarials 
may be worth trying; the patient should, however, be carefully observed for tox- 
ic effects. The dosage of Aralen is usually given as 250 mg. daily; larger dos- 
age is likely to be more effective, but also more toxic. The dosage of Plaquenil 
is 200 to 600 mg. daily. A 250-mg. tablet of Aralen (purchased in hundreds) 
costs the patient about 13¢. A 200-mg. tablet of Plaquenil costs about 16¢, mak- 
ing the daily cost 16¢ to 48¢. 


LUPUS ERYTHEMATOSUS - One of the most important uses of the antima- 
larial drugs is the treatment of the chronic discoid form of lupus erythematosus. 
These drugs have proved remarkably effective even in cases in which decades of 
continuous activity have led to considerable scar-mutilation. The drugs are less 
effective in systemic lupus erythematosus, but they may be worth trying along 
with adrenal steroids, permitting reduced dosage of steroids (M. Ziff, et al., 
Arthritis and Rheumatism, 1: 332, 1958) or, in some cases, their elimination. 
The antimalarial drugs may also prove useful in the management of dermatomy- 
ositis. These drugs have also been found effective in preventing and treating the 
strange cutaneous effects that bear the title "polymorphous light-sensitive erup- 
tions." (B. Shaffer, et al., J. Invest. Dermatology, 32: 363, 1959). 











SALURON 


The doctor who wants to use a "'thiazide" diuretic for the treatment of either 
edema or severe hypertension finds an increasing number of different drugs to 
choose from. To chlorothiazide (Diuril-Merck), hydrochlorothiazide (Hydrodi- 
uril-Merck; Esidrix-Ciba) and flumethiazide (Ademol-Squibb), hydroflumethia- 
zide (Saluron-Bristol) was recently added. 


As pointed out in the October 16th issue of The Medical Letter, the substitu- 
tion of a trifluoromethyl group for the chlorine in chlorothiazide to produce flume- 
thiazide does not appear to cause any significant change in pharmacological prop- 
erties. It now appears that the same kind of substitution in hydrochlorothiazide 
confers no significant new properties on hydroflumethiazide. The manufacturer 
claims that Saluron produces "no significant potassium loss, "' and one report 
(R. V. Ford and J. Nickell, Antibiot. Med. & Clin. Therapy, 6:461, 1959) sug- 
gests that hydroflumethiazide provokes less potassium wastage than does hydro- 
chlorothiazide, but the figures presented to support this difference are uncon- 
vincing. Hypokalemia occurred in seven of 30 patients on hydroflumethiazide in 
a recent British study (C. J. Edmonds and G. M. Wilson, Lancet, 2: 303, 1959). 








DIFFERENCES - Much smaller dosage (1/10th to 1/20th) is required for 
equal diuretic effect with the two hydro-compounds than with the parent com- 
pounds, but this difference is of no significance to the patient, particularly since 
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equivalent dosages of all of the thiazides are about equal in cost. While vary- 
ing qualitative differences, especially longer duration of action with the hydro- 
compounds, have been reported by many investigators, at this point there is no 
convincing evidence of significant differences in therapeutic, metabolic, toxic or 
sensitization reactions in edematous or hypertensive patients. In clinical stud- 
ies with all of the compounds, one Medical Letter consultant found no important 
differences among them except for dosage. Because of the great variation in the 
response to diuretics among edematous patients and even in the same patient, 
each case must be individually controlled regardless of the drug used. 





Daily dosage of 25 to 50 mg. of either of the hydro-compounds usually pro- 
vokes diuresis of maximum intensity and probably duration as well. Single daily 
dosage is usually adequate, though divided doses may prove to have a stronger 
diuretic effect. To reduce the tendency to electrolyte disturbances, all thiazide 
drug schedules should be interrupted every few days by two or three days with- 
out the drug. Potassium supplements (see The Medical Letter, 1:33, May 15, 
1959) are probably desirable with all of the thiazides when therapy is continued 
for more than a week. Because all thiazide drugs can cause serious electrolyte 
disturbances, Dr. John McMichael (J. Chronic Dis., 9:602, 1959) cautions: 


"When the cardiac patient can be treated with digitalis alone, this is probably 
the safest and most physiologic approach." 








NATURETIN - Another new thiazide, benzydroflumethiazide (Naturetin- 
Squibb) has just been introduced with the usual claims of greater potency, effec- 
tiveness and safety. At this point, it is clear that Naturetin is effective in very 
much smaller doses than any of the other thiazides; but any claim of greater 
effectiveness or safety must await much longer experience. An appraisal of 
Naturetin will appear in a future issue of The Medical Letter. 








ENOVID, NORLUTIN AND DELALUTIN 





Norethynodrel with ethynylestradiol (Enovid-Searle) and norethindrone 
(Norlutin- Parke, Davis) are synthetic compounds offered for the treatment of 
dysfunctional uterine bleeding, particularly in the adolescent, for producing an- 
ovulatory cyclic bleeding in patients with amenorrhea, and for other conditions 
which in the past have been treated mainly by intramuscular administration of 
progesterone, sometimes with added estrogen. Taken orally, Enovid and Nor- 
lutin are as effective in producing secretory changes in the endometrium as in- 
jected progesterone (A. L. Southam, Ann. N.Y. Acad. Sciences, 71:666, 1958). 
They are much more effective than oral ethisterone (Pranone -Schering, and 
others), the most potent oral preparation previously available. 





Norlutin has inherent estrogenic effect; the estrogenic effect of Enovid re- 
sults from the presence in each 10-mg. tablet of 0.15 mg. ethynylestradiol. The 
estrogenic activity of both drugs generally eliminates the need for priming with 
estrogen as is done in the treatment of amenorrhea with progesterone. Because 
of their estrogenic effect, these drugs cannot be substituted for pure progesterone 
in the diagnostic test for estrogenic function in a patient. The estrogenic activ- 
ity may account for the greater effectiveness of these drugs, as compared with 
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progesterone, in the treatment of functional bleeding. In prolonged therapy, 
however, breakthrough spotting or bleeding may occur, particularly with Nor- 
lutin. Increasing the dosage may stop the bleeding. 





SIDE EFFECTS - Loss of appetite, nausea, vomiting, drowsiness, headache =, 
and dizziness are not uncommon side effects with both drugs; these side effects 

s ‘4 : . en 

are more frequent with Enovid, presumably because of its greater estrogenic Vol. 2 


activity. The disturbances are only occasionally severe énough for medication 
to be stopped, and they sometimes disappear with temporary reduction of dos- 
age; nausea may disappear with continued use. Intermenstrual spotting may in- 
dicate inadequate dosage. Virilizing changes requiring surgical correction have 
appeared in female infants after the use of progestational compounds during preg- 
nancy (L. Wilkins, et al., J. Clin. Endocrin. and Metab., 18:559, 1958). 





These drugs are also recommended for threatened or habitual abortion, ste- 
rility, premenstrual tension, and dysmenorrhea. Since psychogenic and other 
factors may be involved in these conditions, and since controls have been absent 
or inadequate in the studies on which the claims are based, few legitimate con- 
clusions can be drawn from the studies. Their value for the maintenance of preg- 
nancy (in threatened and habitual abortion) is highly questionable, and in view of 
the doubts, the risk of virilization of the female fetus will seldom be worth taking. 


ENDOMETRIOSIS - In endometriosis, these drugs have given satisfactory re- 
sults in about 85 per cent of patients, though recurrences may develop, especial- 
ly in patients treated for less than six months (R. W. Kistner, Communication, 
N.E. J. Med., 262:44, Jan. 7, 1960). The beneficial effects are more compa- 
rable to the effects of true pregnancy than those produced by androgen or estrogen 
alone or in combination (R. W. Kistner, J. Fertility and Sterility, 10:539, 1959). 

















CSc renin 


These substances are effective contraceptive agents (by inhibiting ovulation) 
but expense, side effects, and the possibility of unknown long-term toxicity de- 
tract from their usefulness (E. T. Tyler and H. J. Olson, JAMA, 169: 1843, 
1959; G. Pincus, et al-, Ann. N.Y. Acad. Sciences, 71:677, 1958). 








DOSAGE - With either drug, 10 mg. daily, usually for 5 days, but occasion- 
ally for as much as 14 days, will bring on withdrawal bleeding in three to seven 
days after dosage is stopped. This regimen can be repeated every 28 days for 
about six months, after which the cycle will often continue spontaneously. The 
same dose during the last 21 days of the cycle is usually effective against exces - 
sive menstrual bleeding. To stop anovulatory menometrorrhagia, 20-mg. dos- 
age is usually necessary. For the treatment of endometriosis, the dosage is 10 
mg- daily. This is gradually increased to 40 mg. daily and continued for at least 
six months. Enovid costs the patient about 60¢ to 70¢ per 10-mg. tablet. The 
cost of 10 mg. of Norlutin is about the same (about 30¢ to 35¢. per 5-mg. tablet). 


DELALUTIN - 17-alpha-hydroxyprogesterone caproate (Delalutin-Squibb) 
is a long-acting progestational compound for intramuscular use. Its chief ad- 
vantage is the fact that in the presence of adequate estrogen levels, a single in- 
jection of 125 to 250 mg. is enough to induce withdrawal flow in 7 to 14 days, 
taking the place of several injections of progesterone (A. L. Southam, ibid.). 
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